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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The present invention relates to certain novel title compds . I [Rl = Cl- 
6 alkyl, W-(CH2)m, Q-Z-(CH2)m; W = phthalimido; Z = bond, O, NR6, CONR6, 
NR6CO, NHCONR6 , 02CNR6, NHC02 , S02NR6; Q = H, Y-(CH2)n; Y = H, C6-10 
aryl, C3-9 heteroaryl, C02R6, NR62, morpholino, piperidino, pyrrolidino, 
isoindolyl; R2 = Cl-4 alkyl, (CH2 ) p- (C3 -9) heteroaryl, (CH2)p-Arl; Arl = 
(un) substituted Ph or naphthyl; R3 = H, Cl-6 alkyl, CH2SCH2NHAC, (CH2)p- 
A, (CH2)m-B, CH2-D-R7; A = C6-10 aryl, C3-9 heteroaryl, cyclohexyl; B = 



NR72, guanidino, nitroguanidino, C02R6, C0NR6; D = 0, S; R4 = H, (CH2)m- 
S(0)pXl(R6)2; R5 = H, Cl-6 alkyl ; NR4R5 = piperidino, pyrrolidine 
isoindolyl; R6 = H, Cl-6 alkyl; R7 = H, Cl-4 alkyl, (CH2)p-Arl; R8 = H, 
C02R7, C0(CH2)q-K / S-G; K = nitrogen-containing heterocycle, NR9R10; G = 
substituted alkyl; R9, RIO = independently Cl-4 alkyl, (CH2)p-Arl; X, XI 
= independently CH, N; m = 2-4; n = 0-4; p = 0-2; q = 0-5] as matrix 
metalloproteinase inhibitors. Pharmaceutical compns . containing said 
compds. as well as methods of treating various disease states responding 
to inhibition of matrix metalloproteinase are also claimed herein. 
Thus, reductive alkylation of H-L-Phe-NHMe . HC1 with azido aldehyde II 
(prepared in 5 steps from 4 -phenylcyclohexanone) , followed by 
deesterif ication and cyclization gave cis azepine III and its 
corresponding trans isomer in a 4:5 ratio. Reduction of III with 1,3- 
propanedithiol gave the corresponding amine, which was coupled with 2- 
bromo-6-phthalimidohexanoic acid to give bromide IV (R = Br) . 
Substitution of IV (R = Br) with p-methoxybenzyl mercaptan followed by 
deprotection gave title compound IV (R = SH) (MDL 108,180). MDL 108,180 
inhibited matrix metalloproteinases MMP-2, MMP-3, and MMP-12 in vitro 
with Ki = 1.2 nM, 3 9 nM, and 18 nM, resp. 
IT 205391-09-9P 205391-10-2P 205391-11-3P 

205391-12-4P 205391-13-5P 2 0549 6 -7 5 - 9P , MDL 
108180 205496-76-0P, MDL 106540 

RL: BAC (Biological activity or effector, except adverse) ; BSU 
(Biological study, unclassified) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) (preparation of substituted (mercaptoacetylamino) azepinone derivs . 
as matrix metalloproteinase inhibitors) 
RN 2 05391-09-9 CAPLUS 

CN 2H-Isoindole-2-hexanamide, N- [hexahydro- 1- [2- (methylamino) -2-oxo-l- 

(phenylmethyl) ethyl] -7-oxo-4- (phenylmethyl ) -1H-1 , 4 -diazepin-6-yl] -1,3- 
dihydro-a-mercapto-1, 3-dioxo- , [6S- [1 (R*) , 6R* (R*) ] ] - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



0 




RN 2 053 91-10-2 CAPLUS 

CN 2H-Isoindole-2-hexanamide, N- [1- [2- (ethylamino) -2-oxo-l- 

(phenylmethyl) ethyl] hexahydro- 2 -oxo- 5 -phenyl -lH-azepin- 3 -yl] -1,3- 
dihydro-a-mercapto-1, 3-dioxo- , [3S- [1 (R*) , 3a, 5a] ] - [partial] - 
(9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



o 




NHEt 



RN 205391-11-3 CAPLUS 

CN 2H-Isoindole-2 -hexanamide, N- [hexahydro-1- [2 -methyl -1- 

[ (methylamino) carbonyl] propyl] -2 -oxo-5-phenyl-lH-azepin-3 -yl] -1,3- 
dihydro-a-mercapto-1, 3-dioxo-, [3S- [1(R*) ,3a,5p] ] - [partial] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry . 



0 




RN 205391-12-4 CAPLUS 

CN 1H-1, 4-Diazepine-l-acetamide, hexahydro-6- [ (2 -mercapto- 1- 

oxopentyl) amino] -N-methyl -7 -oxo-a, 4-bis (phenylmethyl ) - , [6S- 
[1(R*) ,6R*] ]- [partial] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



O 




RN 205391-13-5 CAPLUS 

CN 2H-Isoindole-2 -hexanamide, N- [hexahydro- 5 -methyl - 1- [2- (methylamino) -2- 

oxo-1- (phenylmethyl) ethyl] -2 -oxo-lH-azepin-3 -yl] -1, 3 -dihydro-a-mercapto- 

1,3-dioxo-, [3S- [1(R*) ,3a, 5a] ]- [partial] - (9CI) (CA INDEX 

NAME) 



Absolute stereochemistry. 



o 




NHMe 



RN 205496-75-9 CAPLUS 

CN 2H-Isoindole-2-hexanamide, N- [ (3S, 5S) -hexahydro-1- [ (IS) -2- (methylamino) - 
2-oxo-l- (phenylmethyl) ethyl] -2-oxo-5-phenyl-lH-azepin-3 -yl] -1, 3-dihydro- 
a-mercapto-1, 3-dioxo- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



0 




NHMe 



RN 205496-76-0 CAPLUS 

CN 2H-Isoindole-2-hexanamide, N- [ (3S, 5R) -hexahydro-1- [ (IS) -2- (methylamino) - 
2-oxo-l- (phenylmethyl) ethyl] -2-oxo-5-phenyl-lH-azepin-3 -yl] -1 , 3 -dihydro- 
a-mercapto-1, 3-dioxo- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



O 




NHMe 



IT 205391-25-9P 205391-28-2P 205391-41-9P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); 
RACT (Reactant or reagent) (preparation of substituted 
(mercaptoacetylamino) azepinone derivs . as matrix metalloproteinase 
inhibitors) 
RN 205391-25-9 CAPLUS 

CN 2H-Isoindole-2-hexanamide, N- [hexahydro-1- [2- (methylamino) -2-oxo-l- 
(phenylmethyl) ethyl] -2 -oxo-5-phenyl-lH-azepin-3 -yl] -1, 3-dihydro-a- 
[ [ ( 4 -methoxyphenyl) methyl] thio] -1, 3-dioxo-, [3S- [1 (R* ) , 3a, 5a] ] - 
[partial]- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



o 




NHMe 



RN 205391-28-2 CAPLUS 

CN 2H-Isoindole-2 -hexanamide , N- [hexahydro-1- [2- (methyl ami no) -2-oxo-l- 
(phenylmethyl) ethyl] -2-oxo-5-phenyl-lH-azepin-3-yl] -1, 3-dihydro-a- 
[ [ (4 -methoxyphenyl) methyl] thio] -1, 3-dioxo- , [3S- [1 (R* ) , 3a, 5p] ] - 
[partial]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



0 




NHMe 



RN 205391-41-9 CAPLUS 

CN 2H-Isoindole-2 -hexanamide, N- [hexahydro-1- [2- (methylamino) -2-oxo-l- 

(phenylmethyl) ethyl] -7-oxo-4- (phenylmethyl ) -1H-1, 4 -diazepin-6 -yl] -1, 3- 
dihydro-a- [ [ (4 -methoxyphenyl) methyl] thio] -1,3 -dioxo- , 
[6S- [1(R*) ,6R*(R*) ] ] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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AB The invention relates to compels . I [A together with X and Y is a 3- to 

6-membered aromatic or non- aromatic ring having up to 3 heteroatoms; Rl, 
R3 are aliphatic, (un) substituted (cyclo) alk (en) yl , (hetero) aryl , etc.; 
R2, R4 are H, (un) substituted aliphatic, cycloalkyl or aryl aliphatic; 
R5 is (un) substituted aliphatic; W is C0C0R6 , COC02R6, or C0C0NR62, 
where R6 is H, aliphatic, (hetero) aryl , etc.; V is CONR8, S0NR8 , S02NR8, 
where R8 is H or aliphatic; T is (hetero) aryl , aliphatic, 



sulf onylaminoalkyl , etc.] that inhibit serine protease activity, 
particularly the activity of hepatitis C virus NS3-NS4A protease. Thus, 
peptide II was prepared via coupling reactions in solution and showed Ki 
and IC50 values < 0.5 \M. 
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AB 



The title compds . I [wherein Q = (CR7R7a)mR4, (CR7R7a) nSR4 , 
(CR7R7a)nOR4, (CR7R7a) mN (R7b) R4 , (CR7R7a) nSOR4 , (CR7R7a) nS02R4 , or 
(CR7R7a)nCOR4, provided when n = 0, then R4 * H; m = 1-3; n = 0-2; R4 , 



R5, and Z = independently H or (un) substituted alkyl, alkenyl, alkynyl, 
carbocycle, aryl, or heterocycle; R6 = H or (un) substituted alkyl, 
carbocycle, or aryl; R7 and R7a = independently H or alkyl; R7b = H or 
alkyl; ring B = (un) substituted 7-membered lactam; W = a bond or 
(CR8R8a)p; p = 0-4; R8 and R8a = independently H, F, (cyclo) alkyl , 
alkenyl, or alkynyl; X = a bond or (un) substituted aryl, carbocycle, or 
heterocycle; Y = a bond or (CR9R9a) tV (CR9R9a) u; t and u = independently 
0-2; R9 and R9a = independently H, F, or (cyclo) alkyl ; V = a bond, CO, 
O, S, SO, S02, or (un) substituted amino, carbamoyl, carbonylamino, 
sulfamoyl, aminosulf onyl , carboxy, etc.] were prepared For example, 
coupling of (3S) -3 - amino -1 , 3 - dihydro- 1-methyl -5 -phenyl-2H- 1 , 4 - 
benzodiazepin-2-one with (aR) -a- [ (IS) -1- 

hydroxypenty 1 ] cyclopropanepropanoic acid (58%), followed by reaction 
with thiocarbonyldi imidazole (71%) and reduction with Bu3SnH (85%) , gave 
II. I inhibit the processing of amyloid precursor protein and, more 
specifically, inhibit the production of Ap-peptide, thereby acting to 
prevent the formation of neurol . deposits of amyloid protein (no data) . 
Thus, I are useful for the treatment of neurol. disorders related to P~ 
amyloid production, such as Alzheimer's disease and Down's Syndrome (no 
data) . 
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A- (CH2)m-Q- (CH2)n-D 



AB Novel compds. I [Rl, R2 = H, alkyl , cycloalkyl, alkylaryl, 

alkylcycloalkyl, aryl; R3 = H or CR2R3 is a carbocyclic ring; m = 0-2; n 
= 0-6; p, p' = 0-4; q = 0-1; A, T, G = H, OH, alkyl, aryl, amino, 
guanidino, etc.; Q, K, E is a direct link, cycloalkyl, aryl, 
heterocyclyl containing 1-4 heteroatoms N, O, and S, etc.; D, M is a 
direct link, CO, S02 , 02C, NR9S02 , NR9CO , where R9 = H, OH, alkyl, aryl, 
or alkylaryl; X = O or H2 ; W = H, acyl, or borate group] were prepared 
as inhibitors of factor Xa. The compds. are useful in vitro or in vivo 
for preventing or treating coagulation disorders. Thus, diazepinone 
arginine derivative II was prepared by a multistep procedure involving 
cyclization of (S) - CbzNHCH (C02CMe3 ) CH2NBnCH2CH2NBocCH2C02Me (Cbz - 
benzyloxycarbonyl , Bn = benzyl, Boc = tert-butoxycarbonyl ) to form the 
diazepinone ring system. 
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PhCH 2 S02 




II 
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MPL: claim 1 

NTE: and pharmaceutically acceptable salts 

NTE: additional ring formation also claimed 

NTE: substitution is restricted 

STE : and optical isomers 
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AB Heterocyclyl peptides I [Rl, R2 = H, alkyl, cycloalkyl, alkylaryl, 

alkylcycloalkyl, aryl; R3 = H or R2 and R3 together form a carbocyclic 



ring; m = 0-2; n = 0-6; p = 0-4; q = 0-1; A, T, G = H, OH, alkyl, aryl, 
alkylaryl, or various amine -containing groups; Q = null, alkyl, 
cycloalkyl, alkenyl, alkenylaryl, aryl, heterocyclyl ; D, M = null, CO, 
S02, OCO, (un) substituted iminosulf onyl or iminocarbonyl ; X = 0, H2 ; K = 
null, cycloalkyl, alkenyl, alkenylaryl, aryl, heterocyclyl; E = null, 
cycloalkyl, aryl, heterocyclyl; W = H, acyl, borate moiety] were 
prepared as factor Xa inhibitors. Compds . of the invention, e.g., II, 
have IC50 values <500 nM in the factor Xa assay. 
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and pharmaceutically acceptable salts 
claim 1 
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substitution is restricted 
and optical isomers 
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TI Preparation of tetrazole-containing peptide analogs as inhibitors of 

interleukin-lp converting enzyme 
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AB The title peptide analogs represented by formula R-AA1-AA2 -NH-Y [R = H, 
Rl-J-CO, Rl-J-S(0)m; wherein J = single bond, Cl-6 alkylene, Cl-6 oxy- , 
amino, or thioalkylene , C2-6 alkenylene, carbocyclic or heterocyclic 
ring; Rl = CI -8 alkyl or alkoxy, C2-8 alkenyl or alkenyloxy, mono or 
di(Cl-8 alkyl) amino, etc.; AA1 = single bond, NHCHR4 CO ; wherein R4 = H, 

(un) substituted Cl-8 alkyl, (un) substituted carbocyclic or heterocyclic 
ring; AA2 = single bond, NR9CR10CO; wherein R9 , R10 = H, (un) substituted 
Cl-8 alkyl, (un) substituted carbocyclic or heterocyclic ring; or R9 and 
R10 are joined together to represent Cl-6 alkylene or C2-6 alkenylene; 
or AA1 and AA2 are joined together to represent Q; wherein R15, R16 = H, 
CI -4 alkyl, Ph, (un) substituted phenyl -CI -4 alkyl; R17 = H, 

(un) substituted Cl-8 alkyl, carbocyclic or heterocyclic ring; q = 2-12; 
one of C atoms in (CH2)q is replaced by O, S, SO, S02 , or 

(un) substituted NH or two adjacent H are removed to form a double bond; 
Y = Ql or Q2; wherein R19 = C9-20 alkoxy, C3-7 cycloalkoxy, 

(un) substituted heterocyclyloxy , etc.; n = 1-4; Z = single bond, Cl-6 
alkylene, C2-6 alkenylene, 0, S, CO, SO, S02 , (un) substituted NH, Cl-6 



alkylene with one of C atoms being replaced by 0, S, SO, S02 , or 
(un) substituted NH; E = H, halo, CF3 , diphenyl -Cl-4 alkyl, tri(Cl-4 
alkyDsilyl, Cl-4 alkyl, C02H or its ester, (un) substituted C0NH2 or 
NH2, etc.] are pr. These peptides are useful for the treatment of 
various inflammatory diseases. Thus, esterif ication of a peptide analog 
(I; R = H) with cyclobutylmethanol l-ethyl-3 - (3 - 

dimethylaminopropyl) carbodiimide and 4 -dimethylaminopyridine in CH2C12 
at room temperature for 12 h to give the title peptide I (R = 
cyclobutylmethyl) , which showed more potent inhibitory activity 
(transferability into blood) against interleukin-lfi converting enzyme 
than the free carboxylic acid I (R = H) . A tablet formulation 
containing I (R = cyclobutylmethyl) was described. 
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AB Heterocyclyl peptides I [Rl = H, alkyl, alkylaryl; R2 = H, alkyl, 

cycloalkyl, alkylaryl, alkyl cycloalkyl , aryl; R3 = H, alkyl or R2 and R3 
taken together form a carbocyclic ring; X = (CH2)q; m = 0-3, n = 0-6; p 
= 0-4; q = 0-2; A = heterocyclyl , H, OH, alkyl, aryl, alkylaryl, 



(un) substituted NH2 , NHC ( :NH) NH2 , C(:NH)NH2, NHCH : NH , CH:NH, or 
SC(:NH)NH2; W = direct link, alkyl, cycloalkyl, alkenyl, alkenylaryl, 
aryl, heterocyclyl; D = direct link, CO, S02 , CH2 , 0C0, (un) substituted 
NHS02 or NHCO; K = direct link, cycloalkyl, aryl, heterocyclyl; E = H, 
OH, alkyl, aryl, alkylaryl, (un) substituted NH2 , NHC { : NH) NH2 , C(:NH)NH2, 
NHCH : NH , CH : NH , or SC(:NH)NH2; Y = H, B (OH) 2 or ester, acyl group] 
having activity against mammalian factor Xa were prepared Thus, 
compound II was prepared for assay of antithrombotic efficacy. 
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AB The title compds . R1COAA1AA2NHY [Rl represents H, alkyl, alkoxy, a 

carbocycle, a heterocycle, alkyl or alkoxy substituted by a carbocycle 
or a heterocycle, etc.; AA1 represents a single bond or NHCHR4 CO ; R4 = 
H, etc.; AA2 represents a single bond, etc.; further details on AA1 and 
AA2 are given; Y represents a group of formula CH [CH2C02R19] (CH2)nTetZE 
wherein Tet represents a tetrazole ring; Z represents alkylene, 
alkenylene, O, S, SO, S02 , etc.; E represents H, alkyl, etc.; R19 
represents H, alkyl, etc.; n = 1 - 4] are prepared The title compound I 
in vitro showed IC50 of 0.03 |J,M against interleukin 1(3 converting 
enzyme . 
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AB Type B-cholecystokinin (CCK) tetrapeptide agonists A-B-C-D [A = 

functionalized acetyl, RCO, R = heterotricyclic , carbotricyclic ; B = 
functionalized aminopropionyl residue; A-B = functionalized 
piperazinedionyl , functionalized 5-amino-3-aza-4-oxohexanoyl; C = 
NR1CH (CH2R2 ) CO, Rl - H, lower alkyl , R2 = C02H, tetrazolyl; B-C = 
bridged Ala-Asp residue or bridged tetrazolylalanine-Ala residue; D = 
functionalized ethylamino, functionalized tetrahydroisoquinolyl , 
functionalized piperazinon-l-yl , dehydrophenylalanine derivative; C-D = 
functionalized succinimidyl] and pharmaceutically acceptable salts 
thereof are prepared for treating a variety of disorders, including 
central nervous system disorders. Thus tetrapeptide I, prepared by 
solution coupling, possess affinity and selectivity for the cortical CCK 
receptor and stimulated calcium mobilization at CCK-B receptors on small 
cell lung cancer cell lines. 
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